W o c 1 a i m : 



1 . Ac r y s t a 1 o f k e t; o p antoate h y drox y me t h y 1 t: r a is s i o r a s o ( K P H M T ) 
f-.avir.L| a monoclini-; space aroup' P2 w and unit cell dimensions of. 
a - So. 1 10. 2 A, b - 157.2 + 0.2 A, c - 100.2.t0.2 A and p. - 
9 7 . -1 ±0.2° . 



. A crystal oi ae t opa n t oa :e hydroxymet nyl t tans 1 erase havmq 
the three dimensional a's:m.ic cooniiriat-r;? o: Table 1. 

A metnoc lor : r y s t. a L 1 i z i no a seler.ome: hicriir.c KPHMT protein 
v/ h i c in c C' m j o r . i s e s prt'ducin a K ? h Ml b y recombii.an: pro d a ct ion in t h e 
presence ed : seleronetrnor.ine, r ec eve- r i nor a selenomethionine 
hPHMT protein from she nest ana arowin; crystals tnerelrom. 



nee taesi 



os ing a ke t< 



t r a n s t e r a s 



KPHMT ■■ - 1 i era nd 



omr. 



yd cox yme a ny 1- 
na the step- of 



employing i i) X-ray crysta 1 Pjgrapn.i.e diffraction .data from the 
?* PHMT - 1 i a a rid complex and (ii) a t hree -d a mens ion a 1 structure of 
riPHMT to generate a difference E^jurier ele:tr;n density map of 
t he complex, the t h ree-dimens iona 1 s- tractate being del ined by 
atomic cocc'dina t.e data according to i'asd.e i . 



a. A me th sd f : o r edent. i f yd. ng an iq-nt comoound v/hicn modu 1 a tens 
-:et op ant oate h yd roxymetnylt. ransfera^e ( K PHIdT ) activity, 
eompr i si :va the eh. eyas of: 

(a) employing t. h roe -d i me n s iona 1 atomic coordinate- data accord inn 
to Taolas 1 to char a. etc rise at least: ore-- K Pi VAT binding sitae 

( b ) p r o v i d i n g t h e jtractare o f a c a n :i i. el a * • •• a q e n 1 c ornn o u n d ; 

( ("o file in a t \ : o c a n ci i i a t e a q ° n t c omno n n d t c t he bin a inn sit r : : ; 
ei nd 

id; se 1 c ( ;t. i nq the candidate agent compound. 




6. The method of claim b wherein: 

a p lural i. t y o f b i n d 1 n g s i t e s are' c hciracteris e d a n d a 
plurality of <ojcro compounds are fitted to said sites; and 

s a l d a. g e n t c c mo o u n d s a r e 1 i ink e d t. o 1 o r m a p o t. e n c i a 1 
medul a. tor compound . 

7. The method of claim 5 wherein step (b) comprises selecting 
s a i d c a n d i o a t e a. con: c c mp) cun d b y c o mp ctat i o n a 1. 1 y s creeni n g a 
database of compounds for interaction with said binding site. 

:■ . T I j in-e^ t: n o d of claim 5 w h i. c : i c o:np r i s e s t h e f u r ;.. n to r s t e p s o f : 
( e ) o b t a l. n i u g o r a y n h e s i s i n g t n e c a. n d i d a t e a gent c omp o u n d ; a n d 
if) contac ting tne ::a.no a da te agent compound with K?HMT to 
- i e t e r m a. n e the a b l .1. icy of t h e c a n d i d a t e agent, c o mp o u nd t o 
interact with KPHMT . 

d. r fhe met nod of claim i which comprises the farther steps of: 
( e i o b tainin q o r s y n c h e s i s i n g t. h e c a nci i ci a t e a :r e n t c oir.p o a n cl ; 
if} tormina a complex of KPHMT and the era ndi dace agent, compound; 
and 

i g } a n a 1 y s i n g s a i :i :: :>mp 1 e? x t» y X - r a y c rysta 1 1 ograph y o r N M R 
spectroscopy to determine the abi. lity of the candidate agent 
compound to interact with KPHMT. 

1 j . A compound whion is i dent i f cod as a mode la too r o f KPHMT 
a c t i v i t y by t h o me t hod o f c 1 a i m t . 

KPHMT homo J oguo 
! s.ei comp r i s o s : 
Moao/e ( ■ f ' a 
u ■ i c i d 

t i i f - ami no a c r d 



A rootle 



r deter m i m no fie struct i; r o o t /a 
i n e oi Is/ T ^ b .1 o 1 , w h e r e :i r i :a -a i ci mo t 
o r r s >■ a S f - * ; ,- m ( o -m amino a c i d 



u : 



nui t- 



a ou s r e a i oris 



cs a -n 



(b) modelling the structure of the matched homologous reqio 
t. h e K P : 1 M T o f u n k n o w n s ::. r u c ture on t h e s t r i 1 c tore a s d e f i n e ci 
T a b 1 e 1 o f the c o r res p o n d i n g r e g i. o n s o f t. h c K P H M T o f r l a b J. o 
and 

( c) determining a conformation for the KPHKT of unknown 
struct u r e whic h s ubst a n t r a 1 i y p r e s erve s t h e s t ruct u r e o f s a 
matched homologous regions . 

1 2 . < 1 o m p u t e r readaol m e d i a h a v i n g a o o mi i c coo r d i n ate data 
a c: c (.o r • i i n g to Tab 1. e 1 rec o r d e i t h o reon. 

11. loniputor readaole media having structure factor data f 
PCPHMT recorded thereon, the structure factor data being 
derivable from the atomic: coordinate data of Table 1. 



